Bioceramics are a great alternative to use in implants due to their excellent biocompatibility and good mechanical properties. Depending on their composition, bioceramics can be classified into bioinert and bioactive, which relate to their interaction with the surrounding living tissue. Surface morphology also has great influence on the implant biological behavior. Controlled texturing can improve osseointegration and reduce biofilm formation. Among the techniques to produce nano-and micropatterns, laser texturing has shown promising results due to its excellent accuracy and reproducibility. In this work, the use of laser techniques to improve surface morphology of biomaterials is reviewed, focusing on the application of direct laser interference patterning (DLIP) technique in bioceramics.
Introduction
Bioceramics have been studied for biomedical applications due to their excellent biocompatibility and low wear rates. Alumina, for example, presents high mechanical resistance, adequate fracture toughness and great resistance to wear and corrosion. However, a high failure rate of alumina implants has been reported due to slow crack growth during in vivo studies [1] . Zirconia, on the other hand, has presented excellent mechanical properties and biocompatibility, even better than alumina, being used mainly in dental implants and as ball heads for total hip replacement surgery [2] . Furthermore, in dental implants, zirconia has been introduced as an alternative to the conventional titanium implants due to its better aesthetic. In addition, it has demonstrated low bacteria colonization and good biocompatibility, providing favorable soft-tissue integration [3] .
Zirconia and alumina are bioinert materials, i.e., they do not interact with biological tissues creating no direct bone-implant interface. In fact, inert implants are isolated from the surrounding tissues by a collagenous capsule which is formed after the implantation [4] . Thus, the implant stability relies mainly on the mechanical interlocking with the bone. On the other hand, bioactive materials, such as hydroxyapatite (HA), tricalcium phosphate (TCP) and bioactive glasses (Bioglass), can be osteoconductive and osteoinductive, providing suitable surfaces for osteoblasts adhesion and proliferation, bonding to soft and/or hard tissue [5] . However, despite their excellent biocompatibility, bioactive materials are very brittle, being used only as coating or in small bone grafts (scaffolds). In scaffolds, to achieve the osteoconductive capability, besides their bioactivity, the structure must have hierarchical and interconnected porosity of over 90% to allow for bone ingrowth. Macropores (diameter >50 µm) and micropores (diameter <20 µm) play important roles in cell colonization and vascularization and in interactions between cells and matrix, respectively [6] .
In addition to material composition, surface topography of implants has a great influence on their biological behavior and, consequently, on their performance, even on bioinert ceramics. Studies have shown that increasing roughness of the implant surface can improve primary and long-term stabilization due to an anchorage effect on the bone [7] . Surfaces with controlled roughness can also lead to higher cell proliferation and improved protein synthesis compared to a flat surface [8] . This effect can be noticed on bioactive ceramics as well. Nano-scale features can improve biological properties of bioactive glass, such as enhanced apatite formation and cell attachment and proliferation [9] . Micro/nano-topographies on bioactive coatings can also improve adhesion of cells to the implant [10] . There are several methods to increase surface roughness of implants, such as plasma spray, grit-blasting, acid etching and anodizing [11] . However, these techniques are characterized for producing only random surface patterns. Multi-scale and controlled pattern orientation and size can improve osseointegration by mimicking the cells natural environment [12, 13] . While microtopography (features size of <50 µm) aims to create structures with cellular, subcellular and macromolecular scale enhancing osseointegration, nanotopography (features size of <500 nm) covers the molecular and atomic scale, facilitating cell adhesion and mineral nucleation [14] . A combination of micro-and nano-scale features in implants seems to enhance bone regeneration [15, 16] . The surface pattern direction also influences the cell growth orientation [17] . In this context, laser treatments can provide a better control of the micro-and nano-topography of the implant surface and enhance osseointegration [18] .
Besides biocompatibility, microbial infection is another main factor directly related to the implant success. Bacterial colonization and biofilm formation can occur during surgery, due to implant poor handling and environment control, or after surgery [19] . For example, adsorption of salivary pellicle during the healing stage of dental implants induces bacterial accumulation [20] . This infection can lead to destruction of the adjacent tissue or even implant failure [21] . Several techniques have been developed to decrease bacterial adherence and proliferation on implant surface. These techniques include chemical modification, such as coating with antibacterial agents, and physical modification of the surface morphology [22, 23] . However, chemical modifications can present possible drawbacks, such as toxicity, reduced efficiency over time and natural selection of bacteria resistant to the chemical agent. On the other hand, studies have shown the influence of surface topography of implants on adhesion and proliferation of bacteria. While random surface pattern (microroughness) can increase bacteria proliferation [24] , controlled textured surfaces can reduces the bacteria adhesion and biofilm formation [25] . Additionally, in this application field, laser surface texturing has shown to be capable of reducing significantly bacterial adhesion and biofilm formation when producing textured surfaces, being a promising method to decrease the risk of infection of implants [25] .
Most conventional machining techniques can fabricate only patterns with a minimum size of around 100 µm in ceramics. Fabrication of patterns smaller than that can be very challenging due to their hardness and low fracture toughness. Therefore, conventional techniques cannot achieve proper surface topology to improve osseointegration or decrease microbial adhesion of implants. In this context, laser treatment processes offer a fast and accurate patterning method able to produce micro-and nano-scale patterns in ceramic surfaces. Especially, laser patterning with direct laser interference patterning (DLIP) is a promising technique that permits the fabrication of periodic arrays in a great range of materials (metals, polymers and ceramics) in a single-step process [26] .
Laser Modifications of Bioceramics
As stated before, surface characteristics of biomaterials have great influence on their performance during in vivo use. Controlled surface topography can improve osseointegration and reduce bacterial adhesion to orthopedic and dental implants. However, controlled nano-and micro-textures cannot be easily achieved using conventional methods, especially in bioceramics, which are hard and brittle and consequently difficult to process. Zirconia, for example, can undergo microstructural changes due to high stresses developed during conventional machining. Laser processing has shown to be a promising alternative to fabrication of surface textures in bioceramics based on photothermal and photochemical ablation mechanisms, and thus allowing inducing locally controlled changes in the implants surfaces. However, these thermal loads can also affect the ceramics microstructure as well as the surface chemistry. The high thermal loads caused by laser-material interaction can induce transformation toughening on the zirconia surface [27] . HA can also have its chemical structure modified by the laser treatment. Loss of crystallinity and transformation of HA into other phosphates have been reported in the literature, which can change its biological properties [28] . On the other hand, chemical modification of HA due to laser treatment can produce multiphase structure and improve osteoconductivity of biomaterials [29] . Reports indicate that alumina can also present problems during laser surface processing, such as cracking and microstructure changes [30, 31] . These problems can prevail over the benefits of the surface texture, and thus the influence of the laser treatment conditions on these material characteristics has to be carefully evaluated. There are several laser parameters, such as wavelength, energy density of laser beam, mode of operation (continuous or pulsed) and pulse duration, which can change the material removal phenomena occurring at its surface. For ablation of ceramics, high-intensity pulsed lasers are preferred as the processing parameters are more effectively controlled compared to those of lasers in continuous mode [32] .
Conventional machining of ceramics can be a challenge due to their high hardness and low fracture toughness, resulting in high tool wear, low material removal rates, and mechanical and thermal damage to the piece. In this context, laser machining can be an alternative to these methods. In this process, a high-density laser beam is incident on the work piece and the material is removed by melting, dissociation, evaporation and expulsion from the area of laser-material interaction [32] . Samant and Dahotre used a pulsed Nd:YAG laser (wavelength: 1064 nm) to machine cavities on structural ceramics (Al 2 O 3 , Si 3 N 4 , SiC and MgO) successfully [33] . Yang et al. machined alumina green bodies produced via gelcasting using a CO 2 laser (wavelength: 10.6 µm), showing that ceramic bodies with complex shapes can be fabricated using laser machining [34] . Li et al. machined zirconia (Y-TZP) bodies using a solid-state nanosecond laser (wavelength: 532 nm), producing high-quality micro-sized steps and blind holes. It is important to state that no phase modification of zirconia was observed after laser machining in this study [35] . In another study, alumina/zirconia (75/25 wt%) composites in the format of discs and acetabular cups were also successfully machined using laser ablation, creating a surface roughness that could be modulated from 3 to 30 µm, in highly arranged or random textures [36] . Laser ablation can also improve adhesion of zirconia to other materials, such as dental veneering porcelain, creating a mechanical interlocking effect due to the holes machined on the zirconia surface [37] . Several other studies show the feasibility of laser surface treatment in alumina and zirconia, which can improve significantly their biological performance [38] .
Berger et al. used a Nd:YAG laser operating at a wavelength of 355 nm (in a UV region) with a microlens array (MLA), which produces multiple foci from a single laser beam, to fabricate alumina-, zirconia-and HA-patterned surfaces [39] . In their results, all three materials were successfully patterned using this method. HA samples presented the largest dimples depth, which can be explained by its lowest temperature of decomposition and fusion, while the smallest dimples structures were observed at the alumina samples, probably due to its highest thermal conductivity.
Holthaus et al. compared several micropatterning methods (microtransfer molding, modified micromolding, Aerosol-Jet ® printing, CNC-micromaching, traditional laser ablation and DLIP) in ceramic surfaces (zirconia, alumina, silica and HA). Using laser ablation with a Nd:YAG laser (wavelength: 1064 nm), they achieved relatively good patterning results, although ablated pattern edges looked inaccurate and the pattern surface had higher roughness than those obtained with the other techniques. In the DLIP technique, the same Nd:YAG laser was used, but a wavelength of 266 nm was obtained using a harmonic generation method. This technique showed better accuracy on pattern edges and much lower roughness compared to the conventional laser ablation, since the absorption efficiency of the laser radiation was increased at a shorter wavelength, as well as the probability of producing surface textures by photochemical ablation mechanism. This is also a very fast patterning process of large areas compared to the other studied methods [40] .
Direct Laser Interference Patterning
Differently from conventional direct laser writing, in DLIP, a laser beam is split into two or more beams which are subsequently superposed at the material' surface. In this way, an interference pattern is created, and its direct application on materials results in well-defined surface textures. For instance, using a two-beam configuration (see Figure 1a ), a line-like periodic variation of the laser energy is obtained (Figure 1b ) and the lateral dimension of the periodic pattern (spatial period P) can be controlled by the intercepting angle between the individual sub-beams, as described in Equation (1) [41]:
where λ and θ denote the laser wavelength and half-angle between interfering beams, respectively. By controlling also the number of beams, beam intensities and polarization, it is also possible to produce other pattern geometries such as dot-like, pillar-like and lamella-like structures. DLIP allows for a high-speed single-step surface patterning process in a wide range of materials, including polymers, metal and ceramics. The main advantage of DLIP over other laser techniques is that the pattern is engraved over the exposed surface at the same time, instead of being created by the conventional laser scanning over the geometry [42] . Further details about this technique can be found in [43] .
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Guenter et al. used DLIP on polymeric materials (polyimide and polystyrene) to show the influence of the material topography on the bacteria adhesion behavior under in vivo and in vitro conditions. The results showed that 1-D line-like structures can increase bacteria adherence. On the other hand, complex 3-D patterns (lamella-like) prevented biofilm formation [45] . Similar results were achieved by Valle et al., who showed that pillar and line topographies produced via DLIP increase bacteria adhesion to polymers compared to non-patterned samples, while more irregular and complex lamellar topography reduced adhesion [46] . Furthermore, Langheinrich et al. studied cell growth behavior over polyimide patterned with substrates using DLIP to fabricate line-like arrays, showing that the cells aligned to the pattern direction, i.e., they sensed and responded to the change of topology induced by the laser patterning. Thus, they concluded that DLIP is a suitable method to control cell growth for medical and biological applications [47] . For biomaterials, selective ablation at the interference maxima creates micropatterns that increase surface roughness and can guide cell growth in a specific direction. Unlike some other surface modification techniques, DLIP allows for an efficient control of periodic array dimensions controlling the laser processing parameters [41] . DLIP has been widely researched in biomedical applications, mainly in polymers and metals.
Guenter et al. used DLIP on polymeric materials (polyimide and polystyrene) to show the influence of the material topography on the bacteria adhesion behavior under in vivo and in vitro conditions. The results showed that 1-D line-like structures can increase bacteria adherence. On the other hand, complex 3-D patterns (lamella-like) prevented biofilm formation [45] . Similar results were achieved by Valle et al., who showed that pillar and line topographies produced via DLIP increase bacteria adhesion to polymers compared to non-patterned samples, while more irregular and complex lamellar topography reduced adhesion [46] . Furthermore, Langheinrich et al. studied cell growth behavior over polyimide patterned with substrates using DLIP to fabricate line-like arrays, showing that the cells aligned to the pattern direction, i.e., they sensed and responded to the change of topology induced by the laser patterning. Thus, they concluded that DLIP is a suitable method to control cell growth for medical and biological applications [47] .
DLIP can be also used to improve the osseointegration of implants and, consequently, its performance. Zwahr at al. showed that DLIP increases cell viability on titanium surface compared to traditional surface treatments such as acid etching and grit blasting. This result can be explained by an enhanced metabolism of cells on the laser-treated surface and it could improve healing processes and long-term stability of implants [48] .
DLIP has been also successfully applied in zirconia substrates without undesirable changes in microstructure and it can even increase its mechanical resistance [49, 50] . However, proper control of laser parameters is necessary to achieve surface textures with high feature quality. For example, increasing the number of pulses and the laser energy density can increase depth of patterned structures; however, it has a detrimental effect on surface finishing due to formation of porosity [51] . DLIP can also generate a steep thermal gradient on the surface, which can cause microcracking, directional recrystallization and phase transformation [42, 52] . Thus, it is important to optimize laser parameters to achieve the desirable surface patterns with good quality. Figure 2 shows both the surface and cross-sectional images of zirconia textured using DLIP with wavelengths of 532 nm and 355 nm. The authors employed different optical setup line-like patterns with different periodicities (4, 10 and 15 µm) to texture the surface. However, intergranular cracks homogeneously distributed all over the surface with a maximum depth of 1 µm were observed for all wavelengths and periodicities tested. Furthermore, the laser treatment caused recrystallization, with formation of elongated grains perpendicular to the surface and phase transformation from tetragonal to monoclinic mainly around the crack network [42] .
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Conclusions
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Laser processing has been emerging as a powerful technique to produce surface modifications on hard and/or brittle bioceramic materials such as zirconia, alumina and calcium phosphates. Despite the advances seen so far on the ability to produce nano-and micro-biofunctional structures at high throughputs as demonstrated by the DLIP technique, there are still several limitations that need to be overcome. The major challenges remain on avoiding the problems caused by the low thermal shock resistance of these materials that cause undesired nano-and/or micro-cracks. At the same time, promising results have been reported on the ability to enhance the flexural strength and biological response of these materials using the same techniques. Novel developments on materials properties and design, laser equipment and/or processing strategies are thus expected in order to make the most of the laser processing technology applied to bioceramics. 
